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Ovtcnptlon 



Tho present invantion r^ates to a pharmacflUticMl compotition lor rectal administration containing bs ^ctiva In^m- 
dient a oorrpound hovfnQ Be(octive bdotubI activity act SKTj-IIke receptors. 

5-HTi -&ke recoptofv are located, for example. In the dog saphenous vain and the S-Kr^-Cke receptor agoni&ts with 
which the pre&ani invention re concerned cnntract the dog uphenouE vein. Such conpound( may therefore be identi- 
fied by their contractile effsct on the dog isolated saphenous vein etrlp aa deacrtbed, for exanplo, by Appertey elai .. Br 
J. Pharmacol, S& ziS-T^A (1 9B0). Connpounds wNch ara aalacttva 5-HTvllka receptor agonists have also been found 
to selectively constrict the carotid afterud bed of the anaeathetiaGd dog. 

A variety of conpounds which selectivety conefericft the dog isolated saphemu* vain strip and which oonatrict the 
carotid arterial bad of the anaesthetised dog have been de£crt>ed In the art. These include vvSote darivativaa £uch a£ 
those disclosed gitic gUa In published British Patent Specifications Nos. 2082175. 2081717. 2083463. 2124210. 
21S093Z, 2162522. 2168347, 2168973. 218S0Z0. 2186874. 2191488. 2208646, pubCshed European Pstant 8pectfica- 
tlons Nas. 147107. 237678. 242339, 244083. 225726, 254433. 303506. 313397. 354777. 382570. 464558. 506363. 
506369. 450238. 451 022. 451008. 478954. 438230. 494774. 497512. 501568 and pubDshed Intimational patent appli- 
cation No6. WO92/11013. W092/11014. \Aro92/06973. WO93A)0Qa6. WOg2/13856. W093AHK}94, W091/1B897 and 
WO93/00333. The connpounds disclosed In the cpedlications (herainafter desoribed as conrpounds A) are useful in the 
treatment of miQiaine and duster headache. 

Oral admfnistratlan oonaiitutes the generally preferred route for admlntetration of pharmaceuticals since this route 
Is particularly convenient and aocaptable to pationtG. Untonunatety oral conpnsWnnK may be asaodHtad with certain 
disadvantages, particufarty in the treatmortt of oondrtiona such as migraine which may tie accorTf>aniod by nausea 
and/or vomitino. Furthermore, nrvgraine is assodated with delayed oastrlc emptj^ng which may lead to both a delay and 
an impairment of drug absorption following oral administration. It is htghiy desirable. part»cuUidy in the treatment of 
acute corv^ane fiuch as migraine, that pharmaceutical compositlonE have a rapid and consislent onset of action com- 
t>lned with Gustalned activity arvl good bloavaUabliTty. Rapid atieorpflon can be afitleved by parenteral Ir^ectlon but this 
Is unacz^itaUa to aome potientE. partlculariy H thadrug Is to be administered without direct medcal supervisfon, I.e. 
seir^mlnistered. 

The present invention provides a pharmaceutical confxieition for rectal administration which comprtsoc a com- 
pound which acts as a SHTiHiloe receptee agonist in the form of Its free tiase or a phystotogicany acceptable solvata 
thereof aa activa Ingredient and a phanmacautlcaily acc^itabie hatd fet base carder having a Hydrovyl Value of more 
than 15. 

In a preferred embodimant of tha invention we provide a pharmaceutica) compoHrtian for rectal administration which 
corrprises one or nuire of compounds A in the form of its free t^sa or a pharmaceutjcafly accaptabia solvate thereof as 
active ingrecflent arvJ a pharmacautically accoptabla hard fat ftiase canier having a HydmKyl Value oi more than 1 5. 

Con'posHlons according to the inventian era preferataiy in a fonm adapted tor use In medicine. In particular human 
madid rta. 

ParHcularly pretarred con^iounda for use in the oomposMons oi the presenl Invention are 3-(2-(dImathyi- 
arTi>nD)ethyI]-N'methyt>1H-irvlole-S-methBneeutpKonBniide and N-molhyl-3-(1-molhyl'4^>iporidinyf)-1H-indola-5- 
ethanesulphonamide. especiaOy 3-P'(dimflthylamino}ethyl]-N-methyi-1 H-<rxlole-5-mettwuiesulphonamide- 

3-(2-{Oirnathylarruno)ethyq-N-methyf-1H-(ndoie-S-nr)ethanesulphoriarnidB. which m^y be reprasanted by the for- 
mula (I) 




arKi Its physiologically acceptatie aalls and solvates are disclosed In QB 2162522. The corrpovnd of formula (1) is 
deaorlbttf as useful in treating arvd/or pr^^entlng pain resulting from dlUttatlon of tha cranial vasculature. In particular 
6S migraine. 

Numerous dinical studies have demonstrated the eftectiveness of the oompourvJ of formula (I) in migratneurs. Hith- 
erto, the drug has always been administered in the form of a salt, far eotampla Its suodnaia (i :l) salt either by oral or 
Intranasal admtnistrmion or by parantaral ir^ action. 
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An«rnativA routes tor administration of the om^iound of formula (1) v propoftad in QB 2162522 indudino rectal 
vdrnr^stratlQrv QB 2162522 specif icaOy diftdocos a ruimber o4 pharnwceufoal formulations containing 3-[2-(dimathy1- 
vTiina)athyn-N-f¥iethyi-i H-indol^S-mothaneeulpKonaitiide aucdnato (1 :1) «» a<*va Inoredlftnt Indudlna a aupposttory 
fn/mul4(ion for racial adminlstrailon. 

The present Invention provides a partlojlarty adwantaQeoufi pharmaceutcal formulAtion. not cpocHically di&do&ad 
in G9 21 62522, whri*i i* suitable for rectal adminlBtrBflon of the compound of fomrtiJa (0- 

There Is thus provided In a partiodarly preferred aspect of the Invention a phanrnac«iticat compadilon tar rectal 
adrwnlKtratlon which con^rlMc 3-l2-<d[mcthylafttino)athyq-N-momy(-1H-inddM'niathRna^ or a pharma- 

ceuttcally acceptiUa aofvato thereof as active ingredient and a pharrmcauticany acceptable hard fot baw carrter hav^ 
ing a Hydrtixyl Value of more than 15. 

Unlike the pnor art compositions, the cornpositions according to the invention contain the active ingredient in the 
form of itt free base or a phamiaceutically acceptable solvate thereof. The applicants have fownd thai the use of the 
free base rather than the cucdnate saU of the compound of fbrmUa (1) surprisingly acfvantegeoue iMKen the active 
ingredient Ik administered rectally 

It is highly desirable in the treatment of acute corulilions such as migraine that phanmaceuficaJ compowtrons have 
good Uoavailabllity and a rapid onset of action. Suppository formulationa according to the present invention have been 
determined to have excellent pharmacokinetic parameters. When compared to suppository fbrmuioltonc oorttaining 3- 
[2Kdlmetnytemino)ethyfhN-methyt-1H-indofe'S-melhanesulphonamkle eaK(auodna^ 1:1 salt), formutations acauding 
to the present invention eurprlalngly result in a mora rapid and cort^ete absorption of the active ingredient 

The coTTfiodtions according to the irventlon may be in the form of rotantton enomas or solid dosage torma audi as 
suppositDrles or sort getotin capsules. Preferably the conpositfons are tannulatad as eoid unit dosage forms suttabty 
shaped, for ezarr^e conical, cyllndricat or tofpedo<shaped. for rectal administration. The solkl dosage forms may either 
rvM^ at body terrperatur* or dissdve or cf sperse in the mucous secreHons ctf the cavity. 

Cnmpoattlona according to the invention comprise hard tat baeee such as esterlTled. hydrogenated or fractionated 
vegetable olts and aynthatic trfglycerfcle mixture produced under the ruirne of adapa aolldua. 

PreTerred bases are fwid tats oontalnlng a miirture of mono-, dl- and trifilycaridae of saturated C^-^s fa**y "Ckte. The 
base has a high Hydrojryl Value <USP ChemicaJ TesO of rrmre than 15. espacially in the range of 20 to 100, lor aifflmpie 
40 to 50. 

Solid dosage famta such as suppositories may be prepared In conventional manner far eocample by intimate edmix- 
ture of the active Ingredient with the carrier, preferably the molten carrier. Prefteably the active ingredient la mtcronlBed 
prior to Incorporation Into the moJt^ bese, for example such that at leaat 90% of the actfve (ngrodlont {partk;te nuit*»er 
measured using a Malvern partlde size (aser) m in the farm of partides having a partide aixa of 10 rHcrons or lass . 
preferably 5 microns diameter or less, far example atxjut 2 microna. The moHen composiflon may then be poised into 
suitable moulds, ia exaiY^le P VC. polyethylene or alunirwum moulds. Of!«kinany the supposrtories may be coated, prior 
to paddng, for warr^Ie with cetyf alcohol, macrogol or polyvinyl atoohol and pdysorbates to Increase disintegration 
tlrria or liiiricatlon or to reduce acttesfan on atorage. 

Preferably the total weight of the soOd dosage farm is about l or 2 grama and the actJvo Ingredlertt may conpriaa 
0.1 to 20% by weight of Ihe compositian, preferably 0.5 to 10% by weight of the confwsitioa 

The amount of active ingredient, far example 3-{2^dimethytan^no) athyQ-fsl-m ethyl- IH-indore-S-methanesulpbona- 
mida. enjoyed in the compositionf of the utvantion vvill preferably be 'v\ the range of about img to aboid 20anng. most 
preferat}ly about 5mg to about lOQmg, espedally S to 30mg. 

A further aspect of the Invention provides a pharmaceutical composition for rectal adiWntetration which comprieas 
a compomd wNch acrts as a 5HT|-llkB receptor agonist, far exanple 3-[2-(dlmethylaf¥4no)otfiyfl-N-mfllhyf-imndore-5- 
methaneeuV^r^arnlde or a pharmaceutically acceptahia solvate thereof as adrve ingredient arsl a pharmecAitically 
acc^itable haid tat base earner having a HydrDxyl Value d more than 15 far use ir^ the treatment off conditions associ- 
ated with cephalic pain such as duster headacfie. ctronic paroxysnml hennknnia. headache assodated with vasci^ ar 
disorders, headache asaociated with aiisstancas or their withdrawal (for exanipl0 dmg withdrawal), tenskm headache 
and in partlcutar ml(raIno. It will be appredat^ that reference to freaimant ts Entended to indude prophytexta as weli ae 
tf^ aDevlatlon of aatabtiahad eyrnptoms. 

It will be aF^edated that the amount of compounds which ad as 5HT|4ike receptor agonictE enf^ioyed in the com- 
pasitions of the invention wll depervl on the particular compounds used. Furthermore, the precise therapeutic dose of 
the active ingrediert will depend on the age and condition of the patient and the nahre of the condilion to be treated 
and will be at the uHlnnate discretion of the attendant physldan. 

However. In gartml, effeottve doses tar the treatment of condlt»ona aasodated with cophallc pain, fbr evample 
acute treatment of mlgralna wiW lie In the range of 1 to SOOmg. preferably 2 to 200mg, most preferably 5 to lOOmg. for 
exan^e lOmg or 25mg of the active bigredem per unit dose which cotild be adminiBtargd in singte or divided doses, 
for exarrple. l to 4 times per day. 

The Invention Is further iHustrated by tht following non-nmMng examples. 
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Suppository tor Racist AdminrsfrBton 


Unit Tom^ (p«r sup- 


5 




pository) 




a[2'(DlmttthytArnlno)ethyn-N^m«rthy1-i H-tndol^-mtfh&na&urphor^amlda (mlcronteod 


25mg 




free base} 






AdepG SotldUG Ph. Eur (sold under tha trttd« rume Wltepeol W3a) Hydroyyl Value 30-40 


to eg 



10 



A suspension of th« activa tnor«fiant in motten base was prepared and fUIed bi conventiorwl nnanner into 2a size 
suppository moufds. 

16 E«amplfl& 2 to 5 

Suppositofias conta(r\jr>a 6. 12-5, SO or lOOmg 3-(2-(dirviat>v^amirkO)aihyn^-nrwthyl*1H'irKlol»-5-nMlhanou^ 
phonamfde (micronised free baee) Mre prepared as descrbad lor the suppoeitories of Beanpte 1 

20 Eygnnptgfig - 10 

Suppositories contaninQ 1. 2.5. S, 10 or ZSmg N-mathyl^-(1-fTiethyl^-pIperidUTyO-1H-irKtoIe-S-ethane6u'^^ 
mtda (micronisad free base) were prepared as deacribed far tMe svpposHoriea of Eicanr^a 1 . 

25 Clalins 

1 . A pharmacautical corvpocifion for rectal sdrrvrvstration in solid dosage form vuhich corr^ises a conpound which 
acte aa a SHTHike receptor agonist tn the torn of it» free baaa or a physiofoglcally accaptabla colvata thereof as 
active Ingradlant and a pharmaceutlcally acceptable hand tat t>ase carrier having a Hydroxyl Value of rmra than 1 5. 

30 

2. A pharmaceutical composition as cfalmad fn ctaim l whveln the actVa fngradlam la aetocted from 3-[2-(dlma- 
htyfamina)«thyll-N'm«thy<-1 H-indalo-S-metfianosulphonaiTiida N-rnethy!-3-(1-mB«hyl-4-pipertclirTyI)-1 H-indo!o-5- 
atnar>a£u(phonamida and pharmacauttcally acceptatvte sofvates thereof. 

35 3. A pharmaceutical composition as claimed in claim l whersin the active ingrwlient ia 3-{2-(dimethylamino)«thy11'N' 
methyl- iH-indola-S-methaneaulphonamlde or a pharmaceutlcally acceptatsle eolvats thereof- 

4. A pharnraceutJcal composition as daimed in ctaim 1 wherein the active OTgredient ig N-melhyl-3-(1 -nwthyt-4-pipe- 
ridinyl)-1HHr«iol0'5<athanaftulphonamide or a pharmacauticalty acceptaUa aolvato thereof. 

40 

5. A pharmaceutical corr^KnltJon as claimed in any one of daJms 1 to 4 the form of a sifspository. 

$. A pharmaceutical conrposMon as claimed In any one of claims 1 to 6 wherein the hard ftU base has a Mydronyl 
Value in the range of 20 to 100. 

4S 

7. A pharmaceutical conpositton as claimed in any one of dainns i to 6 which comprfsaa 0.1 to 20% by weight of 
active ingrediant 

8. A pharmacoutksl corrposmon as dafanod in any ana of dalnra 1 tu 7 which mrrprlaaa about 1 to atMUt 200mg of 
so adive Ingrecfiertt. 

9. A phanmaceutical compociton aa claimed in daim B which comprises 5 to 30mg of active Ingredient 

10- A pharmaceuflcal compoaltlon as claimed In any one of dalms l to 9 wtwein the active inorarfiert ia microniBed. 

ss 

1 1 . A method tor the manufacture of a phariraceut'cal corrpocftan as daimed In any one of ctatrre i to 1 0 whidi ami- 
prises intimate admixture of the active vigredient with the carrier. 



a 
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13. A pharmaceutical composition lor racial adminlstralton In solid dosago form compriitng a confound which Bcte as 
a SKTi-Kk8 rocaptor agonmt in tha form If Its free base or m phyiiotoQicaUy accapubia aolvata lharaf, as active 
Ingradi^ and a pharnfraceuticalty occeptabla hard fat basa caniar having a Hydroxyl Wlue of more than 15 for use 
In treaTmertt of ccnditiona aaaodoted wfth cephalic pain euch aa dufitar haadacha, chronic paroxysmal homtcranta. 
headacha as&odated with vascular disorders;, hoadadie assodatad with ciljatancea or Iherr withdrawral (for exam- 
plo drug withdrawal), tansion haadacha arxi in particirfar migraina. 



13. A composition for use aa daimad In claim 12 whareln the 5HT,-like racaptor agoniat Is 3{2-(dImethytamlno)ethyl]- 
N-rnfithyl-iH-iridolo-5-methano6utphariarnida or a pharmacautlcally oocoptabla enfvata tharaof. 

10 

Patentansprflcha 

1. PharniazeiitfBcha Zuaammansatzung zur rektalan Verabratcfuing In fastar Dostarungsform, dta eine Vaittndung, 
die alB Agonist fOr S-HT^-arttga Razaplaran wirkt In Form Ihror frelen Base odar aines phyaialagiach aiaaptablan 

IS SoW^te davon als Wlrkaoff und elnen pharmazeutisch akzeptablan Hartfettt>asJstrAgar mtt ainer Hydroxylzahl von 
mahr als IS umfaBt 

2. Pharmazaiitlsche ZusammartsaUung gamaQ Anapruch 1. worin dec Wirkitoff ausgawflhtt ist am 3-[2-0tmathyf- 
aminQ)athyl]-NHnelhyl-1 H-lndol-S-methaneulfonamkl, N-Mathyl-3-(1 -m6thyl-4-plpBr«lnyl]-1HHndol-6-ethRn«uMon- 

£0 amid und pharrmueutiach akzaptablan Solvaten davon. 

3. PharmazautiBcha Zucammansatzung gamAB Aneprvch 1 . worin dar Wirkcf off a-[2-Dtm«thytamtno]athyf]-N-methy<- 
iM-(ndol-S-methansutfonamid odar ain pharmazeuttschas akzaptablas Solv&t davon ist. 

25 4. Pharmazoutlsche Zusammonaatziino gama3 Ancpruch 1 . worin der Widc^ofl N-Mathy]-3-(i -mfithyf-4-plper1dInyQ- 
1 H-lndol-s-flthanauMonamld odar ein pharmazeutiach akzapM^las Sdvat davon let. 

5. PharmazeuttGche ZuBarrvnansatzung gamaQ ainam dor AnsprOcha l kxa A rn Form ainas Suppositorktfns. 

30 G. Pharmazautlscha Zusammenaetzung gernAfl warn dar Anspnilche i bis S, worin der Hartfottgrurxistoff etna 
Hydroxylzahl tm Bereich ven 20 bla too hat. 

7. Pharrrwaiitivcha Zusarwnansatzung gemAQ ainam der AniprCcha 1 bis 6, dia 0.1 bic 20 Qm.'% dac Wirfcstotfs 
umfaQt. 

JS 

8. Pharmazautlscha ZucammensetTung gemAB ainam dar AnaprQcha 1 bis 7, dla ungefflhr 1 bis ungafAhr 200 mg 
daa Wlrkatoffs i^nfia^. 

9. Pharmozautiscf^a Zi&anman60lzung gemftB Anapruch 8. dia 5 bis 30 mg das WirkctoHs umTaBt. 

40 

10. Pharmazautlscha Zuaanvnansatzung gam&O einem dar AnsprOcha l bia 9, worin dar \MrkBtc3ff fabisf zarWalnen 

lat. 



11. Verfahran zur Harstellung einar pharmazeutiBchen ZusammenseUung gamaB einem der AnsprOcha 1 bis 10. das 
4s Jnntgas Varmischen des Wirkatoffa mit dam Trftgar umfaOt 



1 2. Pharmazautlscha Zusanvnansetzung zur raktalan Varabraf chung tn faster DosierungBform. umfasservJ eine Ver- 
t>(ndiOTO. die ala Agonlef for 54fri-anlga Rezepioren wlrkt fn Form Ihrar fraian Baaa odar atnaa pfvyalologifich 
akzaptablen Solvats davon als Wtrk»taff ur«j ainan phamruzautlsch akzeptoblen Kartfetlbaalst^agei mtt einar 
50 HydroxyUah) von nriohr ak IS. zur VarevarKiung in dar Bahandtung von mh Kqptechnnerz veftxindenon Laklen. w!e 
Histaminkopffichn\arz. chronischer paroxysmatQr Hamaaania. rri\ QaffABIaldan varbundenem Kopfschmarz. mit 
Sulbstanzen odar ihram Entzug (z.B. Droganantzug) vaibundenam Kbpfschmerz, Spannungs^pfschmarz und ins* 
faaacndara Mlgrftna. 

65 13. Zusammensetzung zur Venwendung gamaft Anapruch 12. worin dar Agonist fOr S-KTi-artiga nszoptaran 3-[2- 
(Dirnathylamino) ethyq-N-mathyt-l H-indol-S-mathansutfonarTid odar ain pharmazautisch alaaptabtas Sotvat davon 
1st. 
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Rovindlcailon» 

1 . CompOGition phormacflutiqua pour I'wimin'tstrtttion rdctalo. gquk forme da do&Q so&da. Cfi conr^find un coofiaB^ 
qui BQit comma agonietB am r^capteurs anQloguaG ft la SHT^. bous la forme do leure bafioc labres ou da Iqutg koI- 
vatas pharmacaiitiquament aocBptaU w, A titrv dlncridiants actifs at das v^riioilw formte da baKes do graiuas 
duros pharmacautiqijamant accaistabtafi. pottAdant un (ndica d'hydroxyte aup^laur 4 is. 

2. Compofihlon pharmacautique aurmnt la revandcation 1 . caractAriaAa an ca c^ua rort chotott I1r>gr6dranl actH parmi 
la 3-[2-<dirnAthylamino)^i«hy(]-N-m6tfvl'1Hnndola-S^Mhanefiutfo lo N-m4lhyl-3-{1-m6thyl-4-pip6ridinyO- 

\o 1 HHfxjole-S-^hanosulfonamide. at leurs eofvatas pharmscoutiquemenl Bcceptable&. 

3. Compoaitiori pharmacautiqua suivant la ra^andication l , caractiriaAa a^ ca qua Hii^rMartt actif ast la 3-[2-(dini6- 
tHylamtno)Mhyf]-N-vnAhy(~lH~lndola^-m6thanaauKonamkfa, ou un sotvata pharfnacauOquamam acceptatalo do 

celul-d. 

ifi 

4. ConvioKiticm pharmacautiqua aul^mm la rovandication 1 , caract6rtc6a en ca qua i'ingr6djant actif acsl la N-m61tiyt-3' 
(1-m61hyt-4-pjp6ridinyl)-1H-incl^a-5-^thanafiulfQnamlda. ou un sotvata pharniacautfquantant accaptabla da catui- 

d- 

?o 5. Coniposltlon pharmacautiqua suivant I'una qualcdnque daa rcMandlcatlona 1 & 4, fioua la torma d*un fayynsMre. 

6. Compocttton phamiaceufiqua auivarn I'una qualconqua daa nai^andicationa 1 4 5. caract6ri«4a an ca qua la basa 
da graiaaa dura poaaMa un indlce dtiydroxyla qin varia da 20 4 100. 

PS 7. CompoGltlan pharmacautiqua suivant Tuna qualconqua daa rMMntlcationfi 14 6. caractftdate an ca qu'alla con- 
tiarti da 0.1 4 20% an poUs da ringrddBrit actir. 

a. Compc^tion pharmacautiqua autvant I'una quatconque doc ramxl'tcationG 14 7, caractAriBAa an ca qu'alla com- 
prarKi d*anviron 1 4 anviron 200 mg dlnflr^ant actif. 

9. Campoaftion phamiaceutiqua sulvam la ravendlcotlon 8, cafBCt4rf66e en ce qu'ele oomprand da 5 4 30 mg de 
ringr^dianft act! 

10. Campoaftion ptwmacautiqua suivant I'una qualconqua das ravandicalicxis 14 9. caractArtsAa an ca qua rrngr4- 
15 diem actH act micranls6. 

11. Mfilhoda de fobrlcatlan d'une corr^xisraon phormaceutlquB Gurvant rune qualconque dec revandf cations 14 10, 
caract^rlEda an ca que Ten m^tange intimament Tingr^diant actff au v^hicula, 

40 1 2. Con^position phanmacautiqua dastinia 4 TadmimctFatfon oral a^ qui comprand un connpos4 qui agit comnna un aQO- 
niata daa r4captaura anaiopuai 4 la SKTi, soua la forma da taura baaaa llbraa ou un advata pharmacautiquamam 
accaptabla da cakil-cl, 4 litre d1ngr6d1am actif at un v4hfcu1e 4 base de gratsse dura possAdam un Indtea 
d*hydro3cyle cup^rfaur 4 IS. pair IVtilisatlan dans la traitnnerTt d'^lats associ4a 4 imo doutaur c^hallque. comma 
la Gyndrome da Bing-Horton. rh6micran1a parcvyGlkiue chronique. leG c4phal6a& ou o^phalaJgiec ac&od^aa aux 

45 troubias vasculairas, Ib« c4phal4as ou c4pha)afQias assodAaa 4 daa aubstancas ou 4 laur privation (par aBcanrpla 
privation da drogue), una c4pha14e ou cdphalalgle tanskmnaBa at plus partlcunftremant fa migraine. 

1^ Compoeitlon 4 ulillsor suivant la rovendicatfon 12, carBCt^4a en ca qua ragonista das r^cepteura analogues 4 la 
5HT^ est la 3-[2-(d]m6f^ytam1rK>)4thyf]-N-m4lhy1-1H-lndole'S-nn^lhanasuttoriamlde ou unaolVBtapharmacautk|ua- 
50 ment acceptable da celui-d. 
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